Searches
The PubMed database will be searched, using the following search terms: "scrub typhus," "tsutsugamushi", "immunoassay", and "ELISA". The search will be restricted to articles published in English only, up to 16th October 2017.
Types of study to be included Inclusion criteria: observational and diagnostic accuracy studies Exclusion criteria: co-infection studies, reviews, case studies, and studies using variations of the conventional ELISA (eg dot ELISA) Condition or domain being studied Scrub typhus and ELISAs. Scrub typhus is an acute febrile illness caused by Orientia tsutsugamushi which occurs mainly in the rural areas of Southeast Asia. ELISAs are often used to detect antibodies, but substantial variation exists in the 'cut-offs' used to diagnose patients.
Participants/population
Inclusion: patients with undifferentiated febrile illness. Exclusion: patients with co-infections.
Intervention(s), exposure(s)
Designated cut-offs in ELISAs for the detection of antibodies against Orientia tsutsugamushi (the causative agent of scrub typhus).
Comparator(s)/control
Diagnosis using ELISAs compared with diagnosis by other reference methods, for example IFA, IIP, PCR, eschar, and STIC.
Context Main outcome(s)
To assess the variation in cut-offs used for scrub typhus ELISAs, especially within endemic areas.
Timing and effect measures

Optical density (OD) value
Page: 1 / 4 PROSPERO International prospective register of systematic reviews
Additional outcome(s)
To explore the reasons for the variations in cut-offs, such as the differences in ELISA methodologies employed (e.g. the use of different antigenic strains, the reference tests used, the positivity criteria used, etc.) Data extraction (selection and coding)
The titles and abstracts retrieved in the searches will be screened for potential eligibility, after which the full texts of these will be assessed for inclusion/exclusion. A manual screening of the reference lists of relevant articles will also be carried out.
Data will then be extracted from the studies selected for inclusion, as follows: 
Risk of bias (quality) assessment
No specific quality assessment will be performed. However, inconsistencies in the reporting relating to variables extracted will be noted.
Strategy for data synthesis
A narrative synthesis of the findings will be provided, structured around the differences in ELISA methodologies, and the methodologies used to determine the cut-offs used.
Analysis of subgroups or subsets
A subgroup analysis for OD cut-offs according to geographic location, or IgG/IgM may be conducted. 
Contact details for further information
